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AMENDMENTS TO THE CLAIMS: 

Please amend claims 1, 4, 8, 13-14, and 23, cancel claims 2 and 22, and add 
claim 24 as indicated below. The following complete list of claims replaces all earlier 
versions of the claims in this application. 

1 . (Currently Amended) A process for preparing a polyanion for use as 
an intermediate in the preparation of a cyclosporin derivative, said process comprising 
treating a cyclosporin with a hexamethyldisilazane metal salt and a metal halide . 



2. (Cancelled) 



3. (Original) The process according to claim 1 , in which said polyanion 
has the formula: 




(I) 



in which is a cyclosporin in which one or more hydroxyl groups and 

optionally one or more non-methylated nitrogen atoms at the a position and optionally 
any other deprotonatable acidic group are optionally deprotonated or in the protected 
form. 

4. (Currently Amended) The process according to claim 1 , in which said 
polyanion has the formula: 
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(H) 



in wliichT 

i) tho rad i ca l s R^, Rg, and R4 4G-Rt4r-afld-Z4 , Zg, and Z4 -tQ ^ aro dof i nod as for 

cyc l ospor i n A; or 

ii>- the radicals Ri, R2, and R4 to Rn, and Zi, Z2, and Z4 to Zn are defined as for 
cyclosporin A, with the exception of R4 and Z4, which are defined so as to have, at the 
4-position, the annlno acid 4'-hydroxy-methylleuclne7-ef^ 

tU) th e rad i cals Rg and R§ -te-R4 4, and Zg and Z§ 4q-Z4 4 ar e dof i nod as for cyc l ospor i n 



A; and 



^ l o a mothyl group and R4 has tho formu l a: 



OH 




■C 
It 



R 



(Ilia) 
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i n which R I s a rad i ca l of formula CHa CH-CH CH^ R', i n wh i ch R' i o an 

a l ky l th i o, am i noa l kylth i o, alkylam i noa l ky l thio, d i a l ky l am i noalky l th i o, 
pyr i m i d i ny l th i o, thiazoly l th i o, N a l ky li midazo l y l thio, hydroxya l ky l phony l th i o, 
hydroxyalky l phony l oxy, n i trophonylam i no, or 2 oxopyr i midin 1 y l rad i ca l ; 

OF 

R i s a rad i ca l of formu l a CHa S A l k i n wh i ch A l k, is an a l ky i group; and 

Z4-aftd-R4 ar e rad i ca l s such that th e r e is, at th e 4 pos i t i on, on am i no ac i d 

m e thyl l ouc i no or ' 1' hydroxy mothy ll euc i no; or 

n) Z^-an4^ aro radica l s such that thoro is, at tho 1 posit i on, a substitutod 

homothroon i no of formula: 

Ri-GHaGH(€M 3) CH(OH) CHCNHCHa fGOQ^ (Hlb) 

in wh i ch R, i s n propy l or propony l ; and 

Ra-and-Za aro rad i ca l s such that thoro i s, at tho 2 posit i on, a aminobutyr i c ac i d, 

va l ine, norva l ino, orthroon i no; and 

R4-aFtd-Z4 ar e radicals such that th e r e i s, at tho 4 pos i tion, N m e thyl y 

hydroxy l oucino or N mothy l y acoty l oxy l ouc i no; and 
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Rs-aftd ^ are radicals such that thoro is, at tho 5 pocit i on, val i n e ; and 

Rgr-Zgr-RoT^T-^i-aftd^^ are radica l s such that th o ro i s, at tho 6 , 9 , and 

10 posit i ons, N mothy ll ouc i ne; and 

Z^-^af^d-R ? ar e rad i ca l s such that thoro i s, at tho 7 pos i tion, alan i n e ; and 

Z8-^f^d-R8 are rad i cals such that there i s, at tho 8 posit i on, D a l anine or D ser i ne; 

o nri 

Z44-af>d-R u ar e radicals cuch that thoro i s, at tho 11 pos i tion, N m e thy l va li no; or 

v) Z4-afl€l-R 4 arc rad i cals such that thoro is, at tho 1 pos i t i on, an mothy l (^R) ^ [(E) 

2 butonyl] A methy l L throonino (MeBmt) rad i ca l or a rad i cal hav i ng tho formula: 

CHjXR] 
^HRa 

mm 

-N-J— (CO)— (Illc) 

i n wh i ch Rj i s a hydrogen atom or a lowor a l ky i group, a lower a l kony l , a — 

l ower haloalky i , an ary l , a l owor oikyloxy, an a l koxyC^ ^alkyti-a 

hydroxymothyl, a lowor a l ky l th i o, an a l ky l th i oC4 -6 a l ky l , a C4 -6 

morcaptoa l ky i , or a hotoroary l ; 
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it boing poss i ble for tho ory l and h e toroary l groupo to bo subst i tutod 

w i th on e or mor e funct i ona l groups chos e n from: C4 - 6 alky i ; C 4-6 

a l kanoy i ; C4 - 6 ha l oalkyi; halo; cyano; C 4- 3 hydroxyalky i ; C ^^ 

a l ky l oxy; C4 -8 a l kyI S(0)b, wh e r e n - 0, 1, or 2; NRb GORg , i n which 

Rb-afl#-Re i nd e p e ndent l y aro H or a C 4- § a l kyi, NO ai-NRbRsr-QRb— 

GGNRbRg , COR br-NRbGQNRbRcT-MRbGQR s, OCORb, SCOR b— 

or OCH^O ; and 

R a i s a l ow e r a l ky i ; and 

i s a l ower alky i , a l ower phony l aiky i , or an ary l ; and 

X i s S, SO, SOi, O, or NRb i-aft4 

^ and Ra aro rad i ca l s such that thoro i s, at tho 2 posit i on, tho am i no acid L 2 
aminobutyric ac i d, Norva li no, L Thr, or tho same am i no acid as at tho 1 pos i t i on; 

Cll lU 

^-qb^-Ra ar e rad i ca l s such th a t th e r e i s, at th e 4 pos i t i on, th e am i no ac i d 
N - m e thy l- L le ucine; and 
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Z§-af>4-R§ ar e radica l s such that th e r e i s, at th e 5 - pos i t i on, the am i no ac i d 

L va li ne or non/a li no; and 

Zg-^f^d-Re ar e rad i cals such that thoro i s, at th e 6 pos i t i on, tho am i no acid 

N methy l L l ouc i no; and 

Z^-aRd-Rv: aro rad i ca l s such that th e r e i s, at tho 7 pos i tion, tho am i no acid L 

a l anine, L 2 am i nobutyr i c ac i d, or L phony l a l anino; and 

Zg-af^d-Rg ar e rad i ca l s such that thoro i s, at tho 8 position, tho am i no ac i d 

D - a l an i n e or L - alan i n e ; and 

ZQ-af^d-R9 aro rad i cals such that thoro i s, at th e 9 pos i t i on, tho am i no a cid 

N - m e thyl - L - le uc i n e or N - m e thy l- L - va li n e ; and 

Z4o-aft4-R4^ ar o rad i ca l s such that th o ro i s, at th o 10 pos i t i on, tho amino acid 

N - m e thyl L l eucin e or L -le uc i n e ; and 

Z44-af^d-R44 ar o r a d i ca l s such that th o ro i s, at tho 1 1 position, tho am i no acid N 

m e thy l- L - va li n e , L - val i n e , or L - 2 - am i nobutyr i c ac i d; or 

vf) th e rad i ca l s R4 4e-R44-af^d^4e-Z4 4 a r e d e fin e d as for cyc l ospor i n A; and 
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Z:^^af^d-R4. ar e rad i ca l s such that th e r e i s, at the 1 pos i t i on, the am i no ac i d MoBmt 

ord i hydro MoBmt; and 

Za-aftd-R ^ ar e rad i ca l s such that thor o is, at the 2 position, th o amino acid 

a am i nobutyr i c ac i d, throonino, va li ne, or norva l ino; or 

vii^ the rad i ca l s R^ AB-R^-OBdhZ^Ao^ ^ ar e dofinod as for cyc l ospor i n A; and 

Z^-^fi^-R^ are rad i ca l s such that thoro i s, at the 1 posit i on, the am i no ac i d 

M e Bmt, d i hydro MoBmt, or 8' hydroxy MoBmt; and 

Zg-^f^d-R^ aro rad i cals such that thoro is, at tho 2 pos i t i on, tho am i no acid 

a aminobutyr i c ac i d, va li ne, throon i no, norva li no, or MoQThr; and 

Z4-af^d-R4 aro radica l s such that thoro i s, at tho A pos i t i on, tho am i no ac i d 

m e thy ll oucin o , y hydroxy MoLou, Mo ll o, MoVa l , MoThr, MoA l a, Moal l o, or 
M e aThr; and 

Zs-af^d-Rs aro rad i ca l s such that thoro i s, at tho 5 position, th o amino ac i d va li ne, 

L e u, M e Va l , or m e thyl le ucin e ; and 

Zg-aftd-Rg aro rad i ca l s such that thoro is, at th o 6 pos i t i on, tho am i no ac i d 

m e thy lle uc i no, y hydroxy - M e L e u, or M e A l a; 
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prov i dod that, whon R4 -af>d-Z 4 ar e MoLou, tiion R§ -af>4-Z§ aro MoVa l or motliyl l ouoino, 
aro 8' liydroxy MoBmt; or 

viii^ — th e rad i ca l s R^ rR^r^kfi^-^-^B-RuT^if^^^T^s^^ defino a cyc l ocpor i n 

i n wh i ch tho 3' carbon of tho rosiduo at tho 1 pos i t i on or th o p carbon of tho rosiduo at 
th e 2 pos i t i on i s subst i tuted by O acy l or oxo; and 

Z4-and-R4 ^ aro rad i cals such that th o r o i s, at tho 1 position, a ros i duo of formula 




i n wh i ch VW i o CH a-GH gor trans CH-CH and ACYL " ^ is an acy l 

group; and 

■Z2-af^d-R 2 aro radica l s such that th o r o i s, at th o 2 position, an am i no ac i d 

a am i nobutyr i c ac i d, va li n e , throon i no, norva l ino, or a p O acylatod a am i no acid; 

«TTCr 
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Zs-^ftd-Rs aro rad i ca l s such t l iat th o r o i s, at the 5 pos i t i on, an am i no ac i d va li n e 

or norva l in e wh e n th e r e is simu l tan e ously an am i no ac i d non/a li n e at th e 
2 - pos i t i on; and 

Zg-aftd-Rg aro rad i ca l s such that thoro i s, at tho 8 position, an amino acid 

D a l an i ne or a (3 O acylatod or p hydroxylatod a amino ac i d hav i ng tho D 
conf i gurat i on; and 

th e radica l s at th e 4- , 6 - , 7 , and 9 - to 11 - pos i t i ons ar e d e f i ned as for cyclospor i n 

A; and 

on e or moro hydroxyl groups and opt i ona ll y ono or moro non methylated nitrogen atoms 
at th e a posit i on and opt i ona ll y any oth e r d e protonatab le ac i d i c group pr e s e nt in sa i d 
formula (I I ) ar e opt i ona ll y d e protonat e d or i n th e prot e ct e d form . 

5. (Original) The process according to claim 1 , in which said 
hexamethyldisilazane metal salt is a hexamethyldisilazane alkali metal salt. 

6. (Original) A process according to claim 5, in which said 
hexamethyldisilazane metal salt is chosen from the hexamethyldisilazane lithium salt, 
the hexamethyldisilazane sodium salt, and the hexamethyldisilazane potassium salt. 
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7. (Original) The process according to claim 6, in which said 
hexamethyldisilazane metal salt is used In an amount ranging from 20 to 30 molar 
equivalents. 

8. (Currently Amended) The process according to claim 1 2, in which, 
when the treatment of the cyclosporin is carried out in the presence of a metal halide, 
said metal halide is chosen from lithium chloride, caesium chloride, caesium fluoride, 
cuprous chloride, and mercuric chloride. 

9. (Original) The process according to claim 8, in which, when said metal 
halide is caesium chloride or lithium chloride, it is used in an amount ranging from 2 to 8 
molar equivalents. 

10. (Original) The process according to claim 9, in which the treatment of 
the cyclosporin is carried out in an aliphatic or cyclic ether, an aromatic hydrocarbon, or 
a mixture of these solvents. 

1 1 . (Original) The process according to claim 10, in which the treatment of 
the cyclosporin is carried out at a temperature ranging from -40*'C to O^C. 

12. (Original) The process according to claim 1 1 , in which the treatment of 
the cyclosporin is carried out with a ratio (weight/weight) of cyclosporin involved with 
respect to the total weight of the solution which is less than or equal to 10%. 
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13. (Currently Amended) A process for preparing a cyclosporin 
derivative substituted at the 3-position, said process comprising preparing a polyanion 
by treating a cyclosporin with a hexamethyldisilazane metal salt, optionally in the 
presence of a metal halide, adding an electrophilic agent to said treated cyclosporin, 
and, optionally converting the product of said addition to a sal t, wh e r ei n tho hydroxy l 
rad i ca l s, i f any, prooont on tho cyc l osporin wh i ch may poss i b l y i ntorforo w i th tho 
r e action ar e prot e ct e d b e for e sa i d tr e atm e nt and th e n th e prot e ct i v e rad i ca l s are 
r e mov e d, aft e r sa i d tr e atm e nt . 

14. (Currently Amended) The process according to claim 1 3, in which at 
least one obtained cyclosporin derivative substituted at the 3-position has the formula: 




in whichr 

4^ tho rad i cals R4 4G-R44. and Z ^Ao^ ^ arc as defined i n c l aim ^ i n i ) and Ra -is-a 

radica l S A l k R° in which: 
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A l k i s an a l ky le n e rad i ca l comprising from 2 to 6 stra i ght or branohod cha i n 
carbon atoms or a cyclo al ky le n e rad i ca l compr i s i ng from 3 to 6 carbon atoms; 

crrrer 

a carboxy l or a l kyloxycarbony l rad i cal; or 

afi-NG^G g rad i ca l i n wh i ch and G 2 , wh i ch aro id o nt i oal or diffor o nt, 

ar e e ach 

a hydrog e n atom; or 

a ph e ny l , cyc l oa l kyi (C a^ ), a l konyl (C2 -4 ), or a l kyi rad i cal, oach of — 

which i s optionally subst i tuted by a halogen atom, an a l kyloxy, 

a l ky l oxycarbony l , am i no, a l ky l am i no, or dialky l am i no rad i ca l ; or 



a b e nzyl radical or a saturated or unsaturated h o t o rocycly l rad i ca l 
compr i s i ng 5 or 6 r i ng members and from 1 to 3 hotoroatoms; 



G4 and G2 form, w i th the n i trogen atom to wh i ch they are attached, 
a saturat e d or unsaturat e d h e t e rocycl e comprising from 4 to 6 r i ng 
members wh i ch can comprise another het e roatom chosen from — 
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n i trogen, oxygon, and su l phur and wh i ch i c opt i ona ll y oubst i tutod 

by a l ky i , ph e ny l , or benzy l ; or 

a rad i ca l of formu l a: 

N-(CH,)„-N< ' (V) 

\ ^2 

i n which G^ -ancl-Ga ar e def i ned as abovo, G3 i s a hydrogon atom or an — 

a l ky I rad i ca l , and n i s an i nteger from 2 to ^ the a l ky I port i ons or rad i ca l s 

def i ned abovo are stra i ght or branched and comprise from 1 to 1 carbon 

a toms; or 

2) the radicals Ri to Rn and Z^ to Zn are as defined in claim 4 i n ii ) and , except for 

R'^ . which is -S-CH3 or a radical -S-Alk-R° in which: 

Alk is an alkylene radical comprising from 2 to 6 straight- or branched-chain 
carbon atoms or a cycloalkylene radical comprising from 3 to 6 carbon atoms; 
and 

R° is 

a hydroxyl, carboxyl, or alkyloxycarbonyl radical; or 
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an -NG1G2 radical or a radical of formula: 



N-(CH2)„-N<_' (V) 



as defined abovei-ef 



th€-R44Q-R44 and Z ^4g-Z44 radicals ar e as d e f i n e d i n c l a i m A i n ii i) and Ra -a- 

radica l of structure S Alk R° i n which: 

A l k i s an alky le n e rad i ca l connpr i s i ng from 2 to 6 straight - or branch e d - chain 

carbon atoms or a cycloa l ky l ono rad i ca l compris i ng from 3 to 6 carbon atoms; 

nnH 

CrTTCr 

Rs-ls 

a hydrog o n atom or a hydroxy), carboxy l , or a l kyloxycarbony l rad i ca l ; or 

afl-NG^G a rad i cal in wh i ch and G^, wh i ch aro i dont l cal or d i fforont, aro 

e ach 

a hydrogon atom; or 
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a phenyl, cyc l oa l kyi (C ^-g ), or alky i radica l , oach of which i o 

opt i onal l y subst i tutod by a ha l og e n atom, or an a l ky l oxy, 

a l kyloxycarbony l , am i no, a l ky l am i no, or dialky l am i no rad i cal; or 

a b e nzy l rad i cal or a saturat e d or unsaturat e d h e t e rocycly l rad i cal 

compr i sing 5 or 6 r i ng m o mbors and from 1 to 3 h o toroatoms; or 

G4 and G 2 form, with tho n i trogen atom to which thoy aro attach e d, 

a 5 - or 6 - m e mb e r e d h e t e rocyc le wh i ch can compr i s e anoth e r 

h o t o roatom chosen from n i trogen, oxygon, and sulphur and wh i ch 

i s opt i ona ll y substitutod by alky i ; or 

a rad i ca l of formu l a: 

N-(CH2),-N <"^* (V) 



as d e f i ned above; or 

4) th e radicals R4 -te-R4 4 and Z ^-te^^ aro as defin e d i n cla i m 4 i n i v) and Ra -is^ 

rad i ca l chos e n from: 
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stra i ght or branchod a l ky i (Cj ^ ). a l kony l , or alkyny l , each of wh i ch I c optiona ll y 

subst i tutod by a hydroxy l , am i no, C4 - 4 a l kylam i no, C 4- 3 dialky l am l no, a l ky l oxy, 

or acy l oxy group; 

GQQG 4 or CONHG4, i n which G4 is a stra i ght or branchod a l ky I compr i cing 

from 1 to 1 carbon atoms; 

¥-G §, i n wh i ch Y i s S or O, and G § i s a stra i ght or branchod C 44Q-G4 alky I , a 

straight or branchod alkony l , or a stra i ght or branchod a l kyny l , and i n wh i ch, i f 

Y i s S, G § can also b e an ary l or a hotoroary l ; 

a halo or cyano group; and 

GHGgG ?, i n wh i ch G g is a hydrogen atom or a mothy l , othy l , or ph e ny l group and 

G7 is a hydrogon atom or a hydroxy l , ha l o, am i no, C 4- 4 a l ky l am i no, C 4-4- 

d i a l ky l amino, acy l oxy, t butoxycarbonylam i noothoxyacoty l oxy, or 

a l kyloxycarbony l group; or 

§) th e rad i cals R4 4Q-R44-aftd-Z4^4&-Z44 aro as d o f i nod in c l aim ^ i n v) and Rg -is-a- 

rad i ca l such that thor e i s, at th o 3 pos i tion, an a (mothylmorcapto)sarcosy l or N mothy l 
D alany l ros i duo; or 
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§) the radica l s R ^-tQ-Ri4-aft4^-t&- ^ ar e as dof i nod i n c l a i m A i n v i ) and Rg -is-a- 

G4^ a l ky l , ha l oC 4-6 a l kyl, hydroxyC4 -8 alky l , morcaptoCA -e alky I , aminoC 4-6alkyt7- 
€2- 5a l koxycarbony l am i no(C4 - 4a l ky l ), n i troC 4-6 alkyl, cyanoC4 -5alkyVG4- 6a l koxy(C4 -6alkyt)r 
G4-6 alky l th i o (C 4- 6a l ky l ), C2 -y a l kanoy l oxy(C 4-6 alky l ), C3 .^ diazoa l kanoy l oxy(C4 -6a4kyl)^ 
carboxy(C4 ^ alky l ), Ca ^ a l koxycarbony l (C4 -6 a l ky l ), am i nocarbony l (C4 ^alkyt)^ 
am i nocarbony l oxy(C4 -4 a l kyl), am i no(C4^a l kanoy l oxy)(C 4^ati<yl)i- 
am i no(Ca ^ a l koxycarbonyl)(C 4-4alkyl)rG2-? alky l carbony l , C^ -^ a l koxycarbony l , 
G4-6 a l ky l tli i o, hydroxyC4 -6 a l ky l thio, C 4-6 a l koxy(C4 -6 a l ky l thio), 
€3-4 4alkanoy l oxy(C3 ^ a l ky l thio), C2 -4 4alkanoy l oxy(C2 - 4a l ky l su l p[i i ny l ), 
€2-4 4a l kanoy l oxy(C 2^ alky l su l phony l ), am i nocarbony l oxy(C a^ a l kylth i o), 
€2^ amlnoa l kanoy l oxy(C3 ^ a l kylth i o), anninocarbonyloxy(C 2.4 a l kylsulph i nyl), 
aminocarbony l oxy(C2 ^ a l ky l sulphony l ), aminoa l kanoy l oxy(C2 -4 a l ky l sulph i ny l ), 
am i noa l kanoy l oxy(Ca ^ a l kylsulplionyl), am i nocarbonyl, C^a l k e nyl, Ca ^^g a l kyny l , 
t^ateGa^ a l konyl, ha l oC a-e alkynyl, hydroxyCa ^ alkony l , ary l (C4 -6 alky l ), hydroxylatod 
aFyt(G4-6 a l ky l ), aryKC s^^ a l k e ny l ), aryKC g- ga l kyny l ), hydroxy l atod ary l (C3 ^ alkony l ), 
hydroxylatod aryl(C 3^ a l kynyl), ary l th i o, hotoroaryltli i o, aryl(C 2-§ a l koxycarbonylam i no)(C 4- 
4 a l ky l ), ha l o, or oyano rad i cal, or a rad i cal of formu l a Q (CH^ -GHz-Q) ^ CO 0 CH a-T-ifl- 
wh i ch n i s 1 , 2, or 3 and Q is am i no; or 

7) th e rad i ca l s R^ ^-^o-Rn-^^f^^^-te^^ a r e as d e f i n e d i n cla i m 4 i n vii) and Rg -ls-a- 

rad i ca l such that ther e i s, at tho 3 posit i on, an amino ac i d D MoA l a; or 
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8) th e rad i ca l G R ^4e-R44-aft^^-'te^ aro as dof i nod i n c l a i m 1 in v iii ) and Ra 46-a- 

radica l such that thoro i s, at the 3 pos i t i on, an a am i no ac i d wh i ch i s N mothy l at o d at 
th e a pos i t i on and wh i ch has th e D conf i gurat i on . 

15. (Withdrawn) A method for preventing or treating a retrovirus infection or 
an associated syndrome, comprising administering to a mammal in need or desire 
thereof an effective amount of a cyclosporin derivative as defined in claim 14 in 1 ), 2), 
3), 4), or 7). 

16. (Withdrawn) The method of claim 15, in which the retrovirus infection is 
AIDS (acquired immunodeficiency syndrome). 

17. (Withdrawn) A method for treating a chronic inflammatory disease or an 
autoimmune disease, comprising administering to a mammal in need or desire thereof 
an effective amount of a cyclosporin derivative as defined in claim 14 in 5). 

18. (Withdrawn) A method for preventing or treating an autoimmune disease 
or preventing rejection of a transplanted organ, comprising administering to a mammal 
in need or desire thereof an effective amount of a cyclosporin derivative as defined in 
claim 14 in 6) or 8). 
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19. (Withdrawn) A metlioci for treating inflammation, comprising administering 
to a mammal in need or desire thereof an effective amount of a cyclosporin derivative 
as defined in claim 14 in 6) or 8). 

20. (Withdrawn) The method of claim 19, in which the inflammation is an 
arthritis or a rheumatic disease. 

21 . (Withdrawn) A method for treating schistosomiasis, filariasis, 
leishmaniasis, coccidioidomycosis, or malaria, comprising administering to a mammal in 
need or desire thereof an effective amount of a cyclosporin derivative as defined in 
claim 14 in 6) or 8). 

22. (Cancelled) The process according to claim 1 , wherein when Ri in 
formula (lllb) is propenyl, the double bond exhibits a trans configuration. 

23. (Currently Amended) The process according to claim 1 3, wherein 
said cyclosporin derivative substituted at the 3-position is choson from: 

[(R) 2 am i noothy l th i o Sar]3 cyc l osporin A; 
[(R) 2 (N mothy l am i no)othy l th i o Sar]3 oyc l ocpor i n A; 
[(R) 2 (N othy l am i no)othy l thio Sar]3 cyc l ooporin A; 
[(R) 2 (N i sopropy l amino)othy l th i o Sar]3 cyclosporin A; 
[(R) 2 (N t butylamino)othy l th i o Sar]3 cyc l ospor i n A; 
[(R) 2 (N ph e ny l am i no)othy l th i o Sar]3 cyclosporin A; 
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[(R) 2 (N b e nzylam i no)othy l th i o Sar]3 cyc l ocporin A; 

[(R) 2 (N mothy l N othy l amino)othy l th i o Sar]3 cyc l ooporin A; 

[(R) 2 (N mothy l N al l ylamino)othy l th i o Sar]3 cyc l ospor i n A; 

[(R) 2 (N m e thyl N phGnylam i no)othy l thio Sar]3 cyc l ocporin A; 

[(R) 2 (N.N d ii sopropy l amino)othy l thio Sar]3 cyc l ospor i n A; 

[(R) 2 (N,N d i a ll ylam i no)othy l th i o Sar]3 cyc l ospor i n A; 

[(R) 3 aminopropylth i o Sar]3 cyclospor i n A; 

[(R) - 3 (N mothylam i no)propy l thio Sar]3 cyclosporin A; 

[(R) 3 (N othy l am i no)propy l th i o Sar]3 cyc l ospor i n A; 

[(R) 3 (N l sopropylam i no)propy l th i o Sar]3 cyc l ospor i n A; 

[(R) 3 (N t buty l am i no)propy l thio Sar]3 cyc l osporin A; 

[(R) 3 (N ph o ny l am i no)propy l th i o Sar]3 cyc l osporin A; 

[(R) 3 (N bonzylaminojpropy l thio Sar]3 cyc l osporin A; 

[(R) 3 (N mothy l N othy l am i no)propy l thio Sar]3 cyc l osporin A; 

[(R) 3 (N mothyl N icopropy l am i no)propy l th l o Sar]3 cyc l ospor i n A; 

[(R) 3 (N mothyl N t buty l am l no)propy l th l o Sar]3 cyc l ospor i n A; 

[(R) 3 (N mothy l N a ll y l am i no)propy l th i o Sar]3 cyc l osporin A; 

[(R) 3 (N mothy l N phony l am i no)propy l th i o Sar]3 cyc l osporin A; 

[(R) 3 (N mothy l N bonzy l am i no)propy l th i o Sar]3 cyc l ospor i n A; 

[(R) 3 (N,N d l othy l am i no)propy l th i o Sar]3 cyclosporin A; 

[(R) 3 (N,N - d ii sopropylam i no)propy l th l o Sar]3 cyclospor i n A; 

[(R) 3 (N,N d i a ll y l am i no)propy l thio Sar]3 cyclocpor i n A; 

[(R) 3 (1 p i p o ridy l )propylth i o Sar]3 cyc l ospor i n A; 
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[(R) A am i nobutylth i o Sar]3 cyc l ospor i n A; 

[(R) - 4 (N m e thy l am i no)buty l th i o - Sar]3 cyclospor i n A; 

[(R) A (N othy l amino)buty l thio Sar]3 cyc l ospor i n A; 

[(R) 4 (N i Gopropy l amino)butylth i o Sar]3 cyclospor i n A; 

[(R) 1 (N t butylamino)buty l th i o Sar]3 cyc l ospor i n A; 

[(R) A (N phony l amino)buty l th i o Sar]3 cyclosporin A; 

[(RH - (N b e nzylamino)buty l th j o - Sar]3 cyclospor i n A; 

[(RH - (N - m e thy l N Qthy l am i no)butylth i o Sar]3 - cyclospor i n A; 

[(R) 4 (N m o thyl N i sopropylann i no)buty l th i o Sar]3 cyc l osporin A; 

[(R) 1 (N methy l N t butylam i no)butyithio Sar]3 cyclospor i n A; 

[(R) 1 (N mothy l N a ll y l am i no)buty l th i o Sar]3 cyc l ospor i n A; 

[(R) 1 (N m e thyl N phonylam i no)buty l th i o Sar]3 cyc l ospor i n A; 

[(R) A (N mothy l N bonzy l am i no)butylthio Sar]3 cyc l ospor i n A; 

[(R) 4 (N,N dimothy l am i no)buty l th i o Sar]3 cyc l ospor i n A; 

[(R) 4 (N,N - d ie thylam i no)buty l th i o - Sar]3 cyclospor i n A; 

[(R) - 4 - (N,N - di i sopropy l am i no)buty l th i o Sar]3 - cyc l ospor i n A; 

[(R) A (N,N d i a ll ylamino)buty l thio Sar]3 cyclospor i n A; 

[(R) A (1 p i p e r l dyl)buty l th i o Sar]3 cyc l ospor i n A; 

[(R) 2 am i no 2 mothy l propylth i o Sar]3 cyc l ospor i n A; 

[(R) 2 (N,N d i m o thy l amino) 2 mothy l propy l thio Sar]3 cyc l ospor i n A; 

[(R) - 2 (N,N d i ethy l am i no) 2 mothy l propylthio Sar]3 cyc l ospor i n A; 

[(R) 2 (1 p i por i dy l 2 mothy l propy l th i o Sar]3 cyc l ospor i n A; 

[(R) 3 amino 3 mothy l buty l thio Sar]3 cyc l ospor i n A; 
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m 



m 



m 



N,N d i mothy l am l no) 3 mothy l buty l th i o Sar]3 cyclospor i n A; 



N.N d i othy l am i no) 3 m o thy l buty l th i o Sar]3 cyc l ospor i n A; 



1 p i peridy l ) 3 m o thy l butylthio Sar]3 cyc l ospor i n A; 



1 morpho li no)othy l th i o Sar]3 cyc l ospor i n A; 



1 azot i d i no) e thy l th i o Sar]3 cyc l osporin A; 



1 {A mothy l pip e raz i no)]othy l th i o Sar)3 cyc l ospor i n A 



1 {A phony l p i porazino)]ethy l thio Sar)3 cyc l ospor i n A 



1 - (4 - b e nzy l pip e raz i no)] e thy l th i o Sar}3 cyc l ospor i n A 



1 {A mothyM ,2,3,6 totrahydropyr i dy l )]othylthio - Sar}3 cyc l ospor i n A; 



1 {A phenyl 1,2,3,6 totrahydropyridyl)]ethy l th i o-Sar}3 cyc l ospor i n A; 



1 morphol i no)propylthio Sar]3 cyclospor i n A; 



1 - az e tid i no)propy l thio - Sar]3 - cyclosporin A; 



1 {A mothy l p i poraz i no)]propy l th i o Sar}3 cyc l osporin A; 



1 {A phony l p i poraz i no)]propy l th i o Sar]3 cyclosporin A; 



1 - (^ - b e nzy l p i porazino)]propylth i o Sar}3 cyc l ospor i n A; 



1 {A methy l 1,2,3,6 totrahydropyridyl)]propy l th i o Sar]3 cyclospor i n A; 



1 {A ph e ny l 1,2,3,6 totrahydropyridy l )]propy l th i o Sar}3 cyc l ospor i n A; 



am i no e thy l thio Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 



N m e thy l amine)ethy l th i o Sar]3 [A' hydroxy MeLeu]1 cyclospor i n A; 



N othy l am i no) e thy l th i o Sar]3 [-I' hydroxy M e L e u]4 cyc l ospor i n A; 



N isopropy l am i no)ethy l th i o Sar]3 [A' hydroxy M e LouJ ' l cyc l ospor i n A; 



N t buty l am i no)ethy l th i o Sar]3 [A' hydroxy MoLeu]'1 cyc l ospor i n A; 



N phony l am i ne)othy l th i o Sar]3 [A' hydroxy MeLou]^ cyc l ospor i n A; 
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[(R) 2 (N bonzylam i no) e thylth i o Sar]3 [A' hydroxy MoLou]^ oycloopor i n A; 

[(R) 2 (N m e thy l N othy l am i no)othy l thio Sar]3 [1' hydroxy MoLou]^ cyc l osporin A; 

[(R) 2 (N mothy l N isopropy l amino) e thy l th i o Sar]3 [^' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) 2 (N m e thy l N tort buty l am i no)othy l th i o Sar]3 [^' hydroxy MoLou]^ cyc l osporin A; 

[(R) 2 (N methy l N a ll y l am i no)othy l th i o Sar]3 [^' hydroxy MoLou]1 cyc l ospor i n A; 

[(R) 2 (N mothy l N phonylam i no)othy l th i o Sar]3 [A' hydroxy MoLou]^ cyc l osporin A; 

[(R) 2 (N mothy l N bonzylam i no)ethy l th i o Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) 2 (N,N d ie thy l am i no)othy l th i o Sar]3 [A' hydroxy I VIoLou]^ cyc l ospor i n A; 

[(R) 2 (N,N d ii sopropy l am i no)othy l thio Sar]3 - [^' hydroxy MoLouJ ' l cyc l ospor i n A; 

[(R) 2 (N.N d i a ll y l amino)othy l th i o Sar]3 ['I' hydroxy MoLouJ'1 cyc l osporin A; 

[(R) 2 (1 p i p e ridy l )othy l th i o Sar]3 [A' hydroxy MoLou]1 cyc l osporin A; 

[(R) 3 aminopropylth i o Sar]3 [A' hydroxy M e L e u]^ cyc l ospor i n A; 

[(R) - 3 - (N - m e thy l am i no)propy l thio Sar]3 [A' hydroxy MoL e u]^ cyc l ospor i n A; 

[(R) 3 (N o thy l am i no)propylth i o Sar]3 [-1' hydroxy MoL e u]^ cyc l osporin A; 

[(R) 3 (N i sopropylam i no)propylthio Sar]3 [A' hydroxy MoLou]^ cyc l osporin A; 

[(R) 3 (N tert buty l am i no)propy l th i o Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) 3 (N phonylamino)propy l th i o - Sar]3 [A' hydroxy MoLou]1 cyc l ospor i n A; 

[(R) 3 (N bonzy l amino)propy l th i o Sar]3 [ ' 1' hydroxy MoL e u]^ cyc l ospor i n A; 

[(R) 3 (N mothy l N othylam i no)propy l th i o Sar]3 [-I' hydroxy MoL e u]^ cyclospor i n A; 

[(R) 3 (N mothy l N i sopropy l am i no)propy l th i o Sar]3 [A' hydroxy MoL o uJI cyc l osporin A; 

[(R) 3 (N mothy l N t buty l am i no)propy l th i o Sar]3 hydroxy MoLou]^ cyclosporin A; 

[(R) 3 (N mothy l N a ll ylam i no)propy l thio Sar]3 [A' hydroxy MoLou]1cyc l osporin A; 

[(R) 3 (N mothy l N ph e ny l am i no)propy l thio Sar]3 [A' hydroxy MoLou]^ cyclospor i n A; 
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[(R) 3 (N methyl N b e nzylam i no)propy l th i o Sar]3 ['I' liydroxy IVloLouJ ' l cyclospor i n A; 

[(R)-2-(N,N-dimethylamino)ethylthio-Sar]^-[4'-hydroxy-MeLeu]'*-cyclosporin Af 

[(R) 3 (N,N diothy l am l no)propylth i o Sar]3 [A' hydroxy M e Leu]^ cyc l ospor i n A; 

[(R) 3 (N,N d i isopropy l am i no)propy l th l o Sar]3 [A' hydroxy MoLou]1 cyc l ospor i n A; 

[(R) - 3 (N,N dia ll ylam i no)propylthio Sar]3 [1' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) 3 (1 p i por i dy l )propy l th i o Sar]3 [A' hydroxy MoLou]i cyclosporin A; 

[(R) A am i nobuty l thio Sar]3 [A' hydroxy MoLqu]'1 cyclospor i n A; 

[(R) A (N m o thy l am i no)butylthlo Sar]3 ['1' hydroxy MoLou]^ cyc l osporin A; 

[(R) A (N othylam i no)buty l th i o Sar]3 [A' hydroxy MoL o u]'1 cyc l ospor i n A; 

[(R) A (N isopropy l am i no)butylth i o Sar]3 [-1' hydroxy M e Lou]^ cyc l osporin A; 

[(R) A (N t butylam i no)buty l th i o Sar]3 [-1' hydroxy M o L e u]^ cyclosporin A; 

[(R) A (N phonylannino)buty l th i o Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) A (N bonzy l amino)buty l th i o Sar]3 ['I' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) A (N mothyl N othylam i no)buty l th i o Sar]3 [A' hydroxy MoLou]^ cyc l osporin A; 

[(R) A (N mothy l N i sopropy l anfi i no)buty l th i o Sar]3 [A' hydroxy MeLou]^ cyc l ospor i n A; 

[(R)^ (N mothy l N t buty l amino)buty l thio Sar]3 [A' hydroxy MoLoull cyc l ospor i n A; 

[(R) A (N mothyl N allylam i no)buty l thio Sar]3 [A' hydroxy MoLou]^ cyclospor i n A; 

[(R) A (N methyl N phony l am i no)buty l thio Sar]3 [A' hydroxy MoLou]^ cyclospor i n A; 

[(R) A (N mothy l N bonzy l am i no)buty l thio Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) A (N,N d i mothy l amlno)buty l th i o Sar]3 [A' hydroxy MoLouj'l cyc l osporin A; 

[(R) A (N,N di e thylam i no)butylth i o Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 

[(R)^ - (N,N di i sopropy l am i no)buty l th i o Sar]3 [^' hydroxy MoLou]1 cyclospor i n A; 

[(R) A (N.N d l ally l am i no)buty l th i o Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 
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[(R) A (1 p i p e ridy l )buty l th i o Sar]3 [4' hydroxy MoLou] ' 1 cyclospor i n A; 

[(R) 2 am i no 2 mothy l propy l thio Sar]3 hydroxy M o Lou]^ cyc l ospor i n A; 

[(R)"2 (N,N d i mothy l am i no) 2 m o thy l propy l th i o Sar]3 [A' hydroxy MoL o u]^ cyclospor i n 

A^ 

[(R) 2 (N,N diothy l am i no) 2 mothylpropy l th i o Sar]3 [ ' I' hydroxy MoLou]^ cyc l ospor i n A; 

[(R) 2 (1 p i por i dy l ) 2 m e thy l propylthio Sar]3 [T hydroxy MoLou]^ cyclospor i n A; 

[(R)-3 am i no 3 mothylbuty l th i o Sar]3 [A' hydroxy MoLouJ^ cyc l ospor i n A; 

[(R) 3 (N,N d i mothylam i no) 3 m o thylbuty l th i o Sar]3 [A' hydroxy MoLou]1 cyc l osporin A; 

[(R) 3 (N.N d i othylam i no) 3 mothy l buty l th i o Sar]3 [A' hydroxy MoLou]^ cyclospor i n A; 

[(R) 3 (1 piporidy l ) 3 mothylbuty l th i o Sar]3 ['I' hydroxy MoLou]^ cyc l osporin A; 

[(R) 2 (1 morpho li no)othy l thio Sar]3 [A' hydroxy MoLou]1 cyclospor i n A; 

[(R) 2 (1 azot i dino) o thylth i o Sar]3 [A' hydroxy MoLou]'1 cyc l osporin A; 

{(R) 2 [1 {A mothy l p i porazino)]othy l th i o Sar)3 [A' hydroxy MoLou]1 cyclospor i n A; 

{(R) 2 [1 {A phony l piporaz i no)]othylthio Sar]3 [A' hydroxy MoLou]1 cyclospor i n A; 

{(R) 2 [1 {A bon2ylp i poraz i no)]othy l th i o Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 

{(R) 2 [1 {A mothy l 1,2,3,6 totrahydropyr i dyl)]othy l th i o Sar}3 [A' hydroxy MoL o u]^ 

cyclospor i n A; 

{(R) 2 [1 {A pheny l 1,2,3.6 totrahydropyridy l )]othy l th i o Sar}3 [A' hydroxy MoLou]^ 
cyclospor i n A; 

[(R) 3 (1 morphol i no)propy l th i o Sar]3 [A' hydroxy M o L e u]^ cyc l ospor i n A; 

[(R) 3 (1 az o t i d i no)propy l th i o Sar]3 [ A ' hydroxy MoL o u]^ cyclosporin A; 

{(R) 3 [1 {A mothy l piporaz i no)]propy l thio Sar]3 [A' hydroxy MoLou]^ cyc l ospor i n A; 

{(R) 3 [1 {A phonylp i porazino)]propy l thio Sar]3 [^' hydroxy MoLou]4 cyc l osporin A; 
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{(R) 3 [1 (1 bonzylpiporaz i no)]propylthio Sar}3 [A' hydroxy MoL o u]^ oyc i ospor i n A; 
{(R) 3 [1 (1 mothy l 1 ,2.3,6 totrahydropyridyl)]propy l tliio Sar)3 [^' hydroxy MoLou]^ 
cyc l ospor i n A; and 

{(R) 3 [1 [A ph e ny l 1,2,3,6 t o trahydropyr i dyl)]propy l th i o Sar]3 [^' - hydroxy MoLou]^ 
cyclospor i n A . 

24. (New) The process of claim 13, in which at least one hydroxyl radical 
present on said cyclosporin that interferes with the treating reaction is protected before 
said treatment with a protective radical and then the protective radicals are removed 
after said treatment. 
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